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paper, 



Amendments to the Claims sire reflected in the listing of claims, which begins an page 2 of this 



Remarks/Arguments begin on page 5 of this paper. 
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Amendments to the Claims 

This listing of claims will replace all prior versions, qnd listings, of claims in the application: 

Listing of Claims; 
1,-16, (cancelled) 

17. (original) A method of detecting a variant gene having a polymorphism associated with reduced 

metabolism of a substrate selected from the group consisting of a CYP3A4 substrate, a CYP3A5 
substrate and a GSTM1 substrate in an individual, said method comprising: 

(a) obtaining a nucleic acid sample comprising a gene isolated from said individual, said gene 
selected from the group consisting of a CYP3A4 gene, a CYP3A5 gene and a GSTM1 gene; and, 

(b) detecting the presence or absence in said individual of a polymorphism selected from the group 
consisting of (i) a substitution of a G nucleotide for an A nucleotide at position -392 of the 
promoter of said CYP3A4 gene with respect to the start codon of said CYP3 A4 gene, wherein the 
presence of said substitution is associated with reduced CYP3 A4 substrate metabolism: (ii) a 
substitution of a G nucleotide for an A nucleotide at position- 147 of the promoter of said CYP3A5 
gene, wherein the presence of said substitution is associated with reduced CYP3 AS substrate 
metabolism: and (iii) a GSTM1 null mutation, wherein the presence of said GSTM1 null mutation 
is associated with reduced GSTM1 substrate metabolism, 

18 . (original) , The method of Claim 17, wherein said method fUrther comprises, for an individual 

having one of said nucleic acid sequences, determining whether said individual is homozygous or 
heterozygous for the polymorphism. 

1 9. (origiiial) The method of Claim 1 7, wherein the step of detecting is selected from the group 

consisting of a cDNA assay and a genomic DNA assay. 

20. (original) The method of Claim 1 7, wherein said method comprises the step of digesting a nucleic 

acid molecule with a restriction enzyme that distinguishes between said nucleic acid sequence 
comprising said polymorphism and the corresponding wildtype sequence. 
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21 .(original) The method of Claim 1 7, wherein said step of detecting comprises amplifying a selected 
region of the nucleic acid molecule of the individual. 

22. (origh*al) The method of Claim 17, wherein said gene is a CYP3A4 gene and wherein said CYP3A4 

substrate is seleoted from the group consisting of cyclophosphamide and BCNU. 

23. (origmal) The method of Claim 17, wherein said gene is a CYP3A5 gene and wherein said CYP3A5 

substrate is selected from the group consisting of cyclophosphamide and BCNU. 

24. (original) The method of Claim 17, wherein said gene is a GSTM1 geag and wherein said QSTM1 

substrate is seleoted from the group consisting of cyclophosphamide and BCNU. 

25 . (original) A method for selecting a treatment for a cancer patient, said method comprising: 

obtaining a nucleic acid sample comprising a gene isolated from said individual, said gene selected 
from the group consisting of a CVP3A4 gene, a CYP3A5 gene and a GSUvtl gone; 

detecting the presence or absence in said individual of a polymorphism selected from the group 
consisting of (i) a substitution of a G nucleotide for an A nucleotide at position -392 of the promoter of 
said CYP3A4 gene with respect to the start codon of said CYP3A4 gene, wherein the presence of said' 
substitution is associated with reduced CYP3A4 substrate metabolism: (ii) a substitution of a G 
nucleotide for an A nucleotide at position-147 of the promoter of said CYP3A5 gene, wherein the 
presence of said substitution is associated with reduced CYP3A5 substrate metabolism: and (iii) a 
GSTM1 null mutation, wherein the presence of said GSTM1 null mutation is associated with reduced 
GSTM1 substrate metabolism; and 

selecting a cancer treatment regime that does not include administration of an anti-cancer agent 
selected from the group consisting of cyclophosphamide and BCNU if one or more of said 
polymorphisms are present. 

26. (original) The method of Claim 25 3 wherein said method further comprises, for an individual having 

one of said polymorphisms, determining whether said individual is homozygous or heterozygous for 
the polymorphism. 

27. (oiigiiial) The method of Claim 25, wherein the step of detecting is selected from the group consisting 

of a cDNA assay and a genomic DNA assay. 
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28. (origmal) The method of Claim 25, wherein said method comprises the step of digesting a nucleic acid 

molecule with a restriction enzyme that distmguishes between said nucleic acid sequence comprising . 
said polymorphism and the corresponding wildtype sequence, 

29 . (original) The method of Claim 25, wherein said step of detecting comprises amplifying a selected 

region of the nucleic acid molecule of the individual. 

30. (original) A method for selecting a treatment for a cancer patient, said method comprising: 

(a) obtaining a nucleic acid sample comprising a CYP3A4 gene, a CYP3A5 gene and a GSTM1 
gene; 

(b) detecting the presence or absence in said individual of the following polymorphisms (i) a 
substitution of a O nucleotide for an A nucleotide at position -392 of the promoter of said CYP3A4 
gene with respect to the start codon of said CYP3A4 gene, wherein the presence of said substitution is 
associated with reduced CYP3A4 substrate metabolism: (ii) a substitution of a G nucleotide for an A 
nucleotide at position-147 of the promoter of said CYP3A5 gene, wherein the presence of said 
substitution is associated with reduced CYP3A5 substrate metabolism; and (iii) a GSTM1 null 
mutation,, wherein the presence of said GSTM1 null mutation is associated with reduced GSTM1 
substrate metabolism; and 

(c) selecting a cancer treatment regime that does includes administration of an anti-cancer agent 
selected from the group consisting of cyclophosphamide and BCNU if none of said polymorphisms 
are present. 

3 1 .(original) The method of Claim 30, wherein said method further comprises, for an individual having 
one of said polymorphisms, determining whether said individual is homozygous or heterozygous for 
the polymorphism. 

32. (original) The method of Claim 30, wherein the step of detecting is selected from the group consisting 

of a cDNA assay and a genomic DNA assay. 

33, (original) The method of Claim 30, wherein said method comprises the step of digesting a nucleic acid 

molecule with a restriction enzyme that distinguishes between said nucleic acid sequence comprising 
said polymorphism and the corresponding wildtype sequence. 

34-(original) The method of Claim 30, wherein said step of detecting comprises amplifying 9 selected 
region of the nucleic acid molecule of the individual. 

Page 4 of 5 

Received from < > at 7/7/03 4:26:10 PM [Eastern Daylight Time] 



JUL. 7.2003 



4: 34PM 



NO. 588 



Appl. No.lO/OS5,612 

keply dated July 7, 2003 

Reply to Office action mailed May 6, 2003 



Remarks/Arguments 



Election 



Applicants elect Group HI, claims 17-34, drawn to methods of detecting nucleic acids and selecting 
disease treatments, 

Amendments to the Claims 

This amendment cancels claims 1-16 that are not elected or traversed by Applicants. Applicants 
reserve the right to pursue Hie non-elected subject matter in a subsequent divisional application^). 

One month extension of time for response 

Applicants note that this response is being filed after the shortened statutory deadline for 

responding, June 6, 2003, but on or prior to one month following this deadline. Therefore, 
Applicants respectfully request a one-month extension of time under 37 C.F.R, § 1 . 136(a), thereby 
extending the response period to July 7, 2003, the first business day after July 6, 2003. Applicants 
authorize the Commissioner to deduct the requisite fee for this extension (SI 10.00; see 37 C.F.R. § 
1.17(a)(2)) from Deposit Account No. 50-1293, 



Respectfully submitted, 





Tel. No. 203^786^3468 
s.shaner@genaissance.com 



Sandra L. Shaner 
Genaissance Ehannaceuticals, Inc. 
Five Science Park 
New Haven, CT 06511 
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